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AMENDMENTS TO THE CLAIMS 

1. (Currently amended) A method for mediating relaxation of an airway of an 
animal, said method comprising administering to said animal, an e ffectiv e amount an amount of 
a peptide effective for mediating relaxation of said airway^ ef-a said peptide having a sequence 
comprising SLIGRL (SEQ ID NO:2) or a peptide analog thereof in which an amino acid is 
replaced with a non-natural amino acid, wherein said peptide is capable of activating an airway 
epithelium protease activated receptor-2 (PAR2) under conditions sufficient for activation of said 
P AR2 to occur, thereby mediating relaxation of said airway. 

2. (Cancelled) 

3. (Cancelled) 

4. (Cancelled) 

5. (Currently amended) The method according to Claim 1 wherein the 
inflammation relaxation of the airway is caused by a disease condition selected from the group 
consisting of asthma, bronchitis, hayfever, alveolitis, ciliary dyskinesis and pulmonary 
inflammation. 

6. (Previously presented)The method according to Claim 1 wherein the peptide 
comprises the sequence of SEQ ID NO.2. 

7. (Previously presented)The method according to Claim 6 wherein the peptide is 
modified to permit entry across an epithelial and/or subcutaneous layer. 

8. (Previously presented)The method according to Claim 7 wherein the peptide is 
fused to penetratin. 

9. (Previously presented)The method according to Claim 7 wherein the peptide is 
fused to TAT. 

Claims 10-19 (Cancelled) 

20. (Currently amended) A method of identifying an agent for treatment or 
prophylaxis of inflammation of an airway of an animal, comprising: 
exposing PAR2 to the agent; and 

measuring the ability of the agent to activate the PAR2, wherein the agent is 
identified as capable of being useful for said treatment or prophylaxis of inflammation of 
an airway of an animal if it does have the ability to activate PAR2 ; and 



-2- 



Appl. No. 
Filed 



09/787,356 
June 25, 2001 



further testing the peptide for treatment or prophylaxis of inflammation of an 
airway of an animal if it is identified as being useful . 

2 1 . (Previously presented)The method of Claim 1 , wherein said peptide incorporates a 
non-natural amino acid. 

22. (Previously presented)The method of Claim 1, wherein said peptide incorporates a 



non-natural amino acid listed in the following table: 



Non-conventional amino acid 


code 


in on- conventional amino acid 




a-aminobutyric acid 


ADU 


L-iN-metnyiaianine 


INmdld 


a-amino-a-methylbutyrate 


ivigaou 


Li-ls -meuiyidrginine 


lNIIldlg 


aminocyclopropane- 


L^pro 


1^-iN-meinyidapardgiiic 


Mm pen 
IN IllaMl 


carboxylate 




iv-rs-metnyiaspanic acia 


rNJTldap 


aminoisobutyric acid 


AID 


Lr in -metnyi cysteine 


iNmuys 


aminonorbornyl- 


INOrD 


l-in -metnyi giutamine 


M m fT 1 n 

in ingni 


carboxylate 




L-N-methyl glutamic acid 


iNmgiu 


cyclohexylalanine 


Cnexa 


L-N-methylhistidine 


iNmnis 


cyclopentyl alanine 


Cpen 


L>-rs -meinyiisoieucine 


1NII111C 


D-alanine 


Dal 


L-N-methylleucine 


iNmieu 


D-arginine 


Darg 


lv-iN-metnyiiysine 


\J TYl 1 \ /C 

iNmiyb 


D-aspartic acid 


Dasp 


i^-iN-metnyimetnionine 


i > iiiiiiti 


D-cysteine 


Dcys 


L-N-methylnorleucine 


Nmnle 


D-glutamine 


Dgln 


L-N-methyinorvaline 


Nmnva 


D-glutamic acid 


Dglu 


L-N-methylornithine 


Nmorn 


D-histidine 


Dhis 


L-N-methylphenylalanine 


Nmphe 


D-isoleucine 


Dile 


L-N-methylproline 


Nmpro 


D-leucine 


Dleu 


L-N-methyl serine 


Nmser 


D-lysine 


Dlys 


L-N-methylthreonine 


Nmthr 


D-methionine 


Dmet 


L-N-methyltryptophan 


Nmtrp 


D-ornithine 


Dorn 


L-N-methyltyrosine 


Nmtyr 


D-phenylalanine 


Dphe 


L-N-methylvaline 


Nmval 


D-proline 


Dpro 


L-N-methylethylglycine 


Nmetg 
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Non-conventional amino acid 


Code 


Non-conventional amino acid 


Code 


D-serine 


Dser 


L-N-methyl-t-butylglycine 


Nmtbug 


D-threonine 


Dthr 


L-norleucine 


Nle 


D-tryptophan 


Dtrp 


L-norvaline 


Nva 


D-tyrosine 


Dtyr 


a-methyl-aminoisobutyrate 


Maib 


D-valine 


Dval 


a-methyl-y-aminobutyrate 


Mgabu 


D-a-methylalanine 


Dmala 


a-methylcyclohexylalanine 


Mchexa 


D-a-methylarginine 


Dmarg 


a-methylcylcopentylalanine 


Mcpen 


D-a-methylasparagine 


Dmasn 


a-methyl-a-napthylalanine 


Manap 


D-a-methylaspartate 


Dmasp 


a-methylpenicillamine 


Mpen 


D-a-methylcysteine 


Dmcys 


N-(4-aminobutyl)glycine 


Nglu 


D-a-methylglutamine 


Dmgln 


N-(2-aminoethyl)glycine 


Naeg 


D-a-methylhistidine 


Dmhis 


N-(3-aminopropyl)glycine 


Norn 


D-a-methylisoleucine 


Dmile 


N-amino-a-methylbutyrate 


Nmaabu 


D-a-methylleucine 


Dmleu 


a-napthylalanine 


Anap 


D-a-methyllysine 


Dmlys 


N-benzylglycine 


Nphe 


D-a-methylmethionine 


Dmmet 


N-(2-carbamylethyl)glycine 


Ngln 


D-a-methylornithine 


Dmorn 


N-(carbamylmethyl)glycine 


Nasn 


D-a-methylphenylaianine 


Dmphe 


N-(2-carboxyethyl)glycine 


Nglu 


D-a-methylproline 


Dmpro 


N-(carboxymethyl)glycine 


Nasp 


D-a-methylserine 


Dmser 


N-cyclobutylglycine 


Ncbut 


D-a-methylthreonine 


Dmthr 


N-cycloheptylglycine 


Nchep 


D-a-methyltryptophan 


Dmtrp 


N-cyclohexylglycine 


Nchex 


D-ot-methyltyrosine 


Dmty 


N-cyclodecylglycine 


Ncdec 


D-a-methylvahne 


Dmval 


N-cylcododecyl glycine 


IN COOU 


D-N-methylalanine 


Dnmala 


N-cyclooctylglycine 


Ncoct 


D-N-methylarginine 


Dnmarg 


N-cyclopropyl glycine 


Ncpro 


D-N-methylasparagine 


Dnmasn 


N-cycloundecylglycine 


Ncund 


D-N-methylaspartate 


Dnmasp 


N-(2,2-diphenylethyl)glycine 


Nbhm 
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in on-con venuondi drnino dciu 


i^oue 


1NU11 -vUll vciiLiUllal allllllU avlu 




D-N-methylcysteine 


Dnmcys 


rN-^j, j-Qipnenyipropyi jgiycine 


in one 


D-N-methylglutamine 


Dnmgln 


fN-(j-guaniainopropyi jgiycine 


Narg 


D-N-methylglutamate 


Dnmglu 


-nyaroxyeinyijgiycine 


in inr 


D-N -methylhi stidine 


Dnmhis 


^ I / r"% i r/H v 1 /Di rlT fill <Tr 1 1 //^ < -ft £i 

iN-^nyoroxyeinyi j jgiycine 


Nser 


D-N-methylisoleucine 


Dnmile 


N-(imidazolylethyl))glycine 


iNms 


D-N-methylleucine 


Dnmleu 


jN-^-inQOiyiyetnyi j glycine 


iNnirp 


D-N-methyllysine 


Dnmlys 


rv 1 U\ m ai ni^in aKiiti wdTD 

in -meinyi-y-aminoDuiyraie 


INlTlgdDll 


N-methylcyclohexylalanine 


Nmchexa 


jj-iN -metnyimetnionine 


1 i *% -vm Ym Q'i' 


D-N-methylornithine 


Dnmorn 


in -metnyicyciopeniyi alanine 


iNmcpcn 


N -methyl glycine 


iNaia 


u-in -memyipnenyididnine 


lyllllipilC 


N -methyl ami noisobutyrate 


Nmaib 


u-iN-metnyiproiine 


LJUllipTO 


N-(l -methylpropyl)glycine 


in lie 


d - in -memy i sen ne 


L^nilloCl 


iN-^z-metnyipropyi jgiycine 


IN IcU 


L/-1N -IIlCLIiyi Uli CUI1111C 


T^trmtnr 


i^-iN -meinyurypiopndn 


L^IllIHip 


-tnptVivlpfVi vMcl vnnp 


Nval 

1 ^( V Cll 


i^- in -meinyi tyrosine 


l-'llllliyi 


AJ - tn Vi \/1 a - n ji n t n vl fi i fi n i n p 
in niciiiy id imp iiiy ididiiiiit; 


1 ^1 111C111C11J 


D-^J-mptH vl va linp 
L/-1N liiciiiyi VdllllG 


Dnm val 

11111 V Cll 


N-m 6*thv1r>6*ni cil 1 amine 


Nmpen 


v-aminobutvric acid 

j d-1 1111 lv 14 L J 1 I UV1 V* 


Gabu 


N-f n-hvdroxvnhenvnelvcine 


Nhtyr 


T .-/-hutvlplvcine 


Tbu2 


N-(thiomethyl)glycine 


Ncys 


L-ethyl glycine 


Etg 


penicillamine 


Pen 


L-homophenylalanine 


Hphe 


L-a-methylalanine 


Mala 


L-a-methylarginine 


Mare 


L-a-methylasparagine 


Masn 


L-cx-methylaspartate 


Masp 


L-a-methyl-t-butylglycine 


Mtbug 


L-a-methylcysteine 


Mcys 


L-methylethylglycine 


Metg 


L-a-methylglutamine 


iVlglll 


L-ot-methylglutamate 


lvf oln 


L-a-methylhistidine 


Mhis 


L-a-methylhomophenylaianine 


Mhphe 


L-a-methylisoleucine 


Mile 


N-(2-methylthioethyl)glycine 


Nmet 


L-a-methylleucine 


Mleu 


L-a-methyllysine 


Mlys 


L-a-methylmethionine 


Mmet 


L-a-methylnorleucine 


Mnle 



-5- 



Appl. No. : 09/787,356 

Filed : June 25, 2001 



Non-conventional amino acid 


Code 


Non-conventional amino acid 


Code 


L-a-methyinorvaline 


Mnva 


L-a-methylornithine 


Morn 


L-ot-methylphenyl al anine 


Mphe 


L-a-methylproline 


Mpro 


L-a-m ethyl serine 


Mser 


L-a-methyl threonine 


Mthr 


T -ry -m pthvltrvntonh an 

i_/ vA 1111/111 V 1 tl j L/lWL/UClll 


Mtrp 


L-a-methyltyrosine 


Mtyr 


L-a-methylvaline 


A X 1 

Mval 


L-N-methylhomophenylaianine 


Nmhphe 


N-(N-(2,2-diphenylethyl) 


Nnbhm 


N-(N-(3,3-diphenylpropyl) 


Nnbhe 


carbamyimethyl)glycine 




carbamylmethyl)glycine 




1 -carboxy-1 -(2,2-diphenyl- 


Nmbc 






ethylamino)cyclopropane 









23. (Cancelled) 

24. (Currently amended) A method for prophylaxis or treatment of inflammation of 
an airway of an animal, said method comprising administering to said animal, an e ff e ctiv e 
amount for said an amount of a peptide effective for p rophylaxis or treatment of a inflammation, 
said peptide having a sequence comprising SLIGRL (SEQ ID NO:2) or a peptide analog thereof 
in which an amino acid is replaced with a non-natural amino acid, wherein said peptide is 
capable of activating an airway epithelium protease activated receptor-2 (PAR2) under 
conditions sufficient for activation of said PAR2 to occur, thereby providing said prophylaxis or 
treatment of inflammation. 

25. (Cancelled) 

26. (Previously presented)The method according to Claim 24 wherein the 
inflammation of the airway is caused by a disease condition selected from the group consisting of 
asthma, bronchitis, hayfever, alveolitis, ciliary dyskinesis and pulmonary inflammation. 

27. (Previously presented)The method according to Claim 24 wherein the peptide 
comprises the sequence of SEQ ID NO.2. 

28. (Previously presented)The method according to Claim 27 wherein the peptide is 
modified to permit entry across an epithelial and/or subcutaneous layer. 

29. (Previously presented)The method according to Claim 27 wherein the peptide is 
fused to penetratin. 
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30. (Previously presented)The method according to Claim 27 wherein the peptide is 
fused to TAT. 

31. (Cancelled) 

32. (Previously presented)The method of Claim 24, wherein said peptide incorporates 



a non-natural amino acid listed in the following table: 



Nnn-pntivpntmnfll fltninn apin 

1NU11 ^/UllVCllllVJllCll CLlllllLKJ d VI LI 


Code 


Tvlon-ponvpntional amino acid 


Code 


cx-aminobutyric acid 


/\DU 


-meinyi alanine 


IMIlala 


u-amino-u-meinyiuuiyraic 


\A cm r\i i 


T -M-mp thvl arcnninp 
Lj~1> iiiciiiy Idl gllllllC 


Mm arc* 


aminooyciopropane- 




J-j"1>i ~iiiCUiyid&pai agine 


1>I lllaoll 


carooxyiaie 




T -M-TYiptlTvlaermftip jipiH 


I>( lllaoJJ 


aminoisoDuiync acio 


/\1D 


L-iM -meinyieybicuic 


i>i niey s 


aminonorDomyi- 


INOlD 


i^-i\-iiieinyigiuLaiinnc 


Mm oln 
i>i infill 


carooxyiaie 




L-lN-niCinyiglULalllie aeiU 


Mm q] i i 

i>l 111^1 u 


cycionexyiaianine 




i^-lN -IIlCLIiyillldHUlIlC 


MmVii q 
i>i iiiiii s 


cycl op entyl alanine 


Cpen 


L-iN -metnyiisoieucine 


^Jty^ 1 1 

l^miie 


jj- alanine 


Dai 


L^-i\ -meinyiieueine 


Mm l pi i 

1>< 1111CU 


D-arginine 


Darg 


Lj-rs -meinyi lysine 


\Im 1 "\/c 

lNiniyis 


D-aspartic acid 


Dasp 


l-in -meinyiineinionine 


INIIIIIICI 


u-cysieine 




T _^M_m^tli\/lnr\t*lp*iir»in^ 
Lj-l\-IIlCLIiyiIlUI 1CUC1I1C 


Xfmnlp 
i>i iiinie 


D-glutamine 


ugin 


-memyinorv aline 


^Jmn\/Q 
l>IIIUlVa 


D-glutamic acid 


Dglu 


L-N-methylornithine 


Nmorn 


D-histidine 


Dhis 


L-N-methylphenylalanine 


Nmphe 


D-isoleucine 


Dile 


L-N-methylproline 


Nmpro 


D-leucine 


Dleu 


L-N-methylserine 


Nmser 


D-lysine 


Dlys 


L-N-methylthreonine 


Nmthr 


D-methionine 


Dmet 


L-N-methyltryptophan 


Nmtrp 


D-ornithine 


Dorn 


L-N-methyltyrosine 


Nmtyr 


D-phenylalanine 


Dphe 


L-N-methylvaline 


Nmval 


D-proline 


Dpro 


L-N-methylethylglycine 


Nmetg 


D-serine 


Dser 


L-N-methyl-t-butylglycine 


Nmtbug 
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Non-conventional amino acid 

X 1 V-/ J. i Vvli ▼ villi vllt^l i4111111V/ UV1VI 


Code 


Non-conventional amino acid 


Code 


D-threonine 


Dthr 


L-norleucine 


Nle 


D-tryptophan 


Dtrp 


L-norvaline 


Nva 


D-tyrosine 


Dtyr 


a-methyl-aminoisobutyrate 


Maib 


D-valine 


Dval 


a-methyl-y-aminobutyrate 


Mgabu 


D-a-methylalanine 


Dmala 


a-methylcyclohexylalanine 


Mchexa 


D-a-methylarginine 


Dmarg 


a-methylcylcopentylalanine 


Mcpen 


D-a-methylasparagine 


Dmasn 


a-methyl-a-napthylalanine 


Manap 


D-a-methylaspartate 


Dmasp 


a-methylpenicillamine 


Mpen 


D-a-methylcysteine 


Dmcys 


N-(4-aminobutyl)glycine 


Nglu 


D-a-methylglutamine 


Dmgln 


N-(2-aminoethyl)glycine 


Naeg 


D-a-methylhistidine 


Dmhis 


N-(3 -aminopropyl)glycine 


Norn 


D-a-methylisoleucine 


Dmile 


N-amino-a-methylbutyrate 


Nmaabu 


D-a-methylleucine 


Dmleu 


a-napthylalanine 


Anap 


D-a-methyllysine 


Dmlys 


N-benzylglycine 


Nphe 


D-a-methylmethionine 


Dmmet 


N-(2-carbamylethyl)glycine 


Ngln 


D-a-methylornithine 


Dmorn 


N-(carbamylmethyl)glycine 


Nasn 


D-a-methylphenylaianine 


Dmphe 


N-(2-carboxyethyl)glycine 


Nglu 


D-a-methylproline 


Dmpro 


N-(carboxymethyl)glycine 


Nasp 


D-a-methylserine 


Dmser 


N-cyclobutylglycine 


Ncbut 


D-oi-methyl threonine 


Dmthr 


N-cycloheptylglycine 


Nchep 


F) - a - m f*t Vi vl t rvn t onh a n 


Dmtrp 


N-cyclohexylglycine 


Nchex 


i^-ui-rncuiyiiyros>iiic 


Dmtv 


N-cvclodecvl el vcine 

1> v Y VlUU VVJr 1 tl Y vll IV 


Ncdec 


D-a-methylvaline 


lylllVal 


i > - \*y l Luuuuct y i y KsI i it 


NrrlnH 

1 > ^uuu 


D-N-methylalanine 


Dnmala 


N-cyclooctylglycine 


Ncoct 


D-N-methylarginine 


Dnmarg 


N-cyclopropylglycine 


Ncpro 


D-N-methylasparagine 


Dnmasn 


N-cycloundecylglycine 


Ncund 


D-N-methylaspartate 


Dnmasp 


N-(2,2-diphenylethyl)glycine 


Nbhm 


D-N-methylcysteine 


Dnmcys 


N-(3,3-diphenylpropyl)glycine 


Nbhe 
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lNon-convcnuuiidi dllllllU dL-lU 




XFnn-pnnvpntinnfll amino ariH 


Code 


u-in -ineinyigiuiarnine 


Titim rrl n 

i^nrngin 


iN-^j-guaiiiuiiiupiupyi ^lycuic 


In dl g 


d~ in -metny i giuiainaie 


L/IlIIlglU 


i >i -iiyuiUAycLiiyi^^iyciuc 


Nthr 

IN 11 11 


XT t*M ofrrwl Vti ofi Hi no 

j^-i\-ineinyifiisuciine 


UIHIllllo 


TsJ _/^V» rr\ y \/pfVi\/l ol vpiup 
in -^nyui UAyciiiy i j ^^iy ^inc 


lsj<?pr 

1 N ijvl 


u- in -meinyn so leucine 


LvIlIIlllC 


i>i -^niiiuaz.uiyicuiyi ^ ^glycine 


Nhis 

1 N 1113 


ij-iN-rneinyiieucine 


J^/IIIIIICU 


in ~^ j~iiiuuiyiycuiy i y^iy^iiiv 


Nhtrn 

1 N 1111 


lj-in -metnynysine 


Lyllllliyo 


i>i -mciiiyi y~diiiixiuuuLyi die 


1 N 111£1CIUU 


in -memyicycionexyi alanine 


iNincneAa 


Ly - iN -iiicLiiyiiiiciiiivjiiiiic 


Lyiiiiiiii^L 


jj-in -metnyiornitnine 


uninorTi 


XI mpf Vi\ /I r*\/r* 1 r\v\ f*r\ t\A c\ 1 art i tip 

in -incLiiyiuyLiupciuyididnuic 


Klmrnpn 

IN lll^pvll 


in -meinyi glycine 


IN aid 


r\ XJ _m In \/1 nil pti \/1 c\\ nninp 
i_y~iN~iiicuiy ipiiciiy laiaiiiiic 


Onmnhp 
i_y iiin lpiiw 


in -metnyiannnoisoDutyraie 


INlTidlD 


L/-1N -nicixiyipruiiiic 


Dnmnrn 


in -y I -mernyipropyi jgiycine 


in lie 


_ XI _ m ^ t r\ a A cptttip 
J_y-1N -IllCUiyioCI 1I1C 


l_/111110l'l 


iN-^z-nicinyiprupyi j glycine 


Nleu 

INICU 


F) -XI -m pfh vl t Vi rpnn i n e 


Dnmthr 


T^l-XJ-m ptrrvl tTvntrinVmti 
yj in -nicuiyiii ypiupiicui 


Dnmtrn 

1-/1111111 \J 


N-H -methvlethvl Wlvcine 


Nval 


O _M _m pfli vl tvro^i n p 
-iiicuiynyi uaiiic 


Drimtvr 


lNT-methvl a-nanthvl aianine 

1 t| lllVtlljrlCl 11UL/U1 YlUlUlllllv 


Nmanap 


O-N-methvl valine 

X ~ UlvUlJ 1 V llllv 


Dnmval 


N-methylpenicillamine 


Nmpen 


y-aminobutyric acid 


Gabu 


N-(p-hydroxyphenyl)glycine 


Nhtyr 


L-^-butyl glycine 


Tbug 


N-(thiomethyl)glycine 


Ncys 


L-ethylglycine 


Etg 


penicillamine 


Pen 


L-homophenylalanine 


Hphe 


L- a-methyl al anine 


Mala 


L-a-methylarginine 


Marg 


L-a-methylasparagine 


Masn 


L-a-methylaspartate 


Masp 


L-a-methyl-t-butylglycine 


Mtbug 


L-a-methylcysteine 


Mcys 


L-methylethylglycine 


Metg 


L-a-methylglutamine 


Mgln 


L-a-methylglutamate 


Mglu 


iv-oc-nieLnyiniaiiuine 


IVllllO 


T -rv-mpfrivl rinmnnViPtivlfli an itip 
i„/~LJt"iiiCLiiy iiiuimj jjiiwiiy icucuiiiiv 


Mhnhe 


L-a-methylisoleucine 


Mile 


N-(2-methylthioethyl)glycine 


Nmet 


L-a-methylleucine 


Mleu 


L-a-methyllysine 


Mlys 


L-a-methylmethionine 


Mmet 


L-a-methylnorleucine 


Mnle 


L-a-methyinorvaline 


Mnva 


L-a-methylornithine 


Morn 
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Non-conventional amino acid 



Code Non-conventional amino acid 



Code 



L-a-methylphenyl al anine Mphe 

L-a-methylserine Mser 

L-a-methyltryptophan Mtrp 

L-a-methylvaline Mval 

N-(N-(2,2-diphenylethyl) Nnbhm 
carbamyimethyl)glycine 
1 -carboxy-1 -(2,2-diphenyl- Nmbc 
ethylamino)cyclopropane 



L-a-methylproline Mpro 

L-a-methylthreonine Mthr 

L-a-methyltyrosine Mtyr 

L-N-methylhomophenylaianine Nmhphe 

N-(N-(3,3-diphenylpropyl) Nnbhe 
carbamylmethyl)glycine 
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